and 2 p a t i e n t s t h e d i e t a r y t r e a t m e n t had been s t a r t e d d u r i n g t h e f i r s t 1 2 weeks of l i f e . I n 22 t h e d i e t had been t e r m i n a t e d u t t h e a g e o i 10.1 + 1 . 6 y e a r s ( r a n g e 6 -1 3 y e a r s ) . 8 p a t i e n t s were s t i l l on d i e t a t t h e t i m e o f t h i s i n v e s t i g a t i o n . I n t h e p a t t e r n r e v e r s a l VEP a p r o l o n g a t i o n of t h e l a t e n c y of wave PlOO was found (104.3 + 6 . 2 ms vs. 9 9 . 3 + 3.4 ms, p < 0 . 0 0 1 ) . T h i s p r o l o n g a t i o n c o r r e l a t e d s i g n i f i c a n t l y w i t h t h e q u a l i t y of d i e t d u r i n g t h e f i r s t 1 0 y e a r s of l i f e . C o n t r o l i n g f o r t h e q u a l i t y of d i e t no irrfluence of t h e a g e a t which t h e d i e t was t e r m i n a t e d was d e m o n s t r a t e d . There were no c o r r e l a t i o n s between t h e VEP f i n d i n g s and t h e Phe c o n c e n t r a t i o n a t l a t e r a g e s . Click-evoked BAEPs were normal w i t h r e g a r d t o t h e l a t e n c y and s h a p e of waves I through V. The o n l y d i f f e r e n c e between p a t i e n t s and c o n t r o l p e r s o n s was a n i n c r e a s e of t h e i n t e r e a r d i f f e r e n c e of t h e int-erwave l a t e n y I-V.
MUTUAL CORRECTION OF I4C-GALACTOSE MACROMOLECULAfl

INCORPORATION AND SECRETION BY GALACTOKINASE (GK-) AND
GALACTOSE-1-PHOSPHATE URIDYLTRANSFERASE (UDPT-) DEFI-CIENT FIBROBLASTS IN CULTURE
. -Jakob von Kan I o . Beat Q m m a n n . ~m n n * and UkkhJi .
. R ' .
Wiesmanno. Univ. of Bern" and Zurich'. Depts of Pediatrics.
--~ 1%-galactose (I4C-Gal) or 14C-galactosamine ( 1 4~-G~I N ) and 14C-N-acetylgalactosamine (l4C-NAcG~IN) when added to culture medium were incorporated into cellular and into secreted exlracellular macromolecules by normal human fibroblasts. GK-fibroblasts ~ncorporated less than 5% of both "%-Gal and I4C-gal^ into cellular and less than 10% into extracellular macromolecules, while UDPT-fibroblasts incorporated about 25% into cellular and 10% into extracellular macromolecules. '4C-NAcGalN was incorporated by GK-and UDPT-cells similarly to normal. Fibroblasts from the two genetic enzyme deficencies, when cocultured to equal parts at high density, mutually compensated the macromolecular I4C-Gal incorporation. GK-cells incorporated 14C-galactose-l-phosphate (I4C-Gal-1-P) or UDP-I4C-galactose (UDP-14C-Gal) similarly to control fibroblasts. UDPT-cells incorporated 14C-Gal-1-P only to 10% compared to control fibroblasts, while UDP-"%-Gal w a s incorporated normally. Conclusion: 1. GalN and Gal but not NAcGalN are incorporated into macromolecules by the same enzymes.
2. Restoration of Gal and GalN incorporation by coculture of UDPT-and GK-cells, may be explained by mutual exchange of Gal-1-P or GalN-1-P and their nucleotides by cell cell interaction. Whether t h e impaired branched-chain 2-0x0 a c i d dehydrogenase (BCOA-DH) a c t i v i t y i n MSUD i s c o n c u r r e n t l y o r r a t h e r d i f f e r e n t i a l l y reduced a g a i n s t t h e p i f f e r e n t 2-0x0 a c i d s u b s t r at e s was a s s e s s e d by measuring t h e CO r e l e a s e i n 9 p p n incub a t i o n s of c u l t u r e d human s k i n f i b r o b l a s t s w i t h 1-C-labeled branched-chain L-amino acidsl&BCAA) a t 1 mmol/l. I n c o n t r o l s (5 s t r a i n s ) .
CO was i n t h e o r d e r v a l > i l e > l e u > a l l o -i l e and amounted t o &out 8 , 6 , 5 , and 2 nmol/90 min p e r mg of c e l l p r o t e i n . I n t h e MSUD c e l l l i n e s J A , TE, M O (var i a n t s ) , JK,14and NO ( c l a s s i c a l ) , r e s i d u a l BCOA-DH a c t i v i t y ( a s compared t o CO r e l e a s e i n c o n t r o l s = 100%) w i t h v a l , i l e , l e u , and a l l o -i l z amounted t o a b o u t 6 , 10, 7, and 30%, t o 7 , 8 , 9 , and 35%, t o 2 , 2 , 4, and 9%, t o 2 , 3, 4 , and 20% and t o 2 , 4 , 3 , and 37%, r e s p e c t i v e l y . These d i f f e r e n c e s could n o t be a t t r ib u t e d t o d i f f e r e n t BCAA t r a n s a m i n a t i o n r a t e s . A p p a r e n t l y , BCOA-DH a c t i v i t y i n MSUD c e l l s was d i f f e r e nt i a l l y impaired a g a i n s t t h e d i f f e r e n t s u b s t r a t e s t e s t e d , though t o a v a r y i n g e x t e n t . The observed d i f f e r e n c e s might c o n t r i b u t e t o t h e c l i n i c a l and c l i n i c a l -c h e m i c a l h e t e r o g e n e i t y i l , MSUD. and 24 hairs dafter birth. CBFV was recorded with a bidirecticnal 5 liHz a m t i n u a s wave velccimeter. R e c o r d i n g were rrade f m the anterior cerebral and l e f t mid cerrbral arteries. 'lhe si x@ gm_q, included 14 term infants, 11 pretem infants and 12 mall for date infants. 'he perimeral venau; Hct decreased f m 72.5+2.7% (;+XI) t o 60.1 +4.%afterPPET. Heart rate and blood prrssure did not d;nge siwificantly. Peak systolic flau velmity (PSFV), peak diastolic flow velmity (PUFV) and mean flav ( A U K ) increased significantly (P < 0.031) a t 3 hwrs after PPIT. 'he P I (PSEV4nFV/PSFV) did not change siwificantly (0.1 < P < 0.5). 
T h i s s t u d y i n v e s t i g a t e s t h e e f f e c t of a z e t a z o l a m i d e
on c e r e b r a l blood flow, blood p r e s s u r e , and C02 e l i m i n a t i o n .
9 newborn p i g l e t s were s t u d i e d . They were a n a e s t h e t i s e d v e n t i l a t e d , p a r a l y s e d , and a r t e r i a l and venous c a t h e t e r s were i n s e r t e d . A f o n t a n e l l e was s u r g i c a l l y c r e a t e d and c e r e b r a l blood v e l o c i t y (CBV) i n an i n t r a c r a n i a l a r t e r y measured w i t h a 5 MHz computerised Doppler (Vingmed SD 100) system h e l d on t h e f o n t a n e l l e . 50 mglkg a c e t a z o l a m i d e IV produced a l a r g e i n c r e a s e i n CBV (median 70X,range 38-100%) w i t h no change i n a r t e r i a l p r e s s u r e . Within 1 minute of a d m i n i s t r a t i o n o f a c e t a z o l a m i d e , e n d -e x p i r a t o r y C02 s t a r t e d t o f a l l (median f a l l 45%) and a r t e r l a l pC02 s t a r t e d t o r i s e (median r i s e 1.3 k P a ) , d e s p i t e c o n t r o l l e d v e n t i l a t i o n b e i n g unchanged. The v a s o d i l a t a t i o n response t o a c e t a z o l a m i d e was l o s t i f t h e c e r e b r a l c i r c u l a t i o n was a l r e a d y d i l a t e d by a h l g h pC02.
It seems l i k e l y t h a t a c e t a z o l a m i d e i n h i b i t s t h e t r a n s f e r of C02 from b r a i n t i s s u e t o b i c a r b o n a t e w i t h i n c e r e b r a l blood v e s s e l s and s o a l l o w s l o c a l build-up of C02 around t h e c e r e b r a l v e s s e l s smooth muscle, t h u s producing c e r e b r a l v a s o d i l a t a t i o n .
ACUTE EFFECTS OF ACETAZOLAMIDE I N THE NEWBORN INFANT
Frances Cowan and Andrew Whitelaw Hammersmith H o s p i t a l , London, England. Acetazolamide i a b e i n g i n c r e a s i n g l y used f o r t h e t r e a t m e n t o f post-haemorrhagic v e n t r i c u l a r d i l a t a t i o n .
The aims o f t h i s s t u d y were t o d e t e r m i n e what e f f e c t s acetazolamde had on c e r e b r a l blood f l o w , i n t r a c r a n i a l p r e s s u r e , and r e s p i r a t i o n i n newborn i n f a n t s 7 i n f a n t s were s t u d i e d . 6 had post-haemorrhagic v e n t r i c u l a r d i l a t a t i o n and o w had e x t e r n a l hydrocephalus. They r e c e i v e d t h e i r f i r s t d o s e of a c e t a z o l a m i d e 50 mglkg IV a t a p o s t n a t a l age ranging from 2 t o 17 weeks. Measurements of mean a v e r a g e c e r e b r a l blood v e l o c i t y (CBV) were made from t h e middle c e r e b r a l a r t e r y u s i n g t h e d u p l e x Doppler Vingmed CFM 700 system. I n t r a c r a n i a l p r e s s u r e was measured i n v a s i v e l y i n 5 i n f a n t s and w i t h a fontanometer i n 2.
CBV increased i n a l l c a s e s by a median of 86% Maximum i n c r e a s e was reached w i t h i n 2-15 m i n u t e s a f t e r slow IV i n j e c t i o n . The d u r a t i o n o f t h e e f f e c t v a r i e d from 30 minutes t o more t h a n 3.5 hours.
I n t r a c r a n i a l p r e s s u r e i n c r e a s e d i n 5 i n f a n t s by a median of 7 m m Hg and was unchanged i n 2. PC02 r o s e by median o f 0.2 kPa ( r a n g e 0.2 t o 0.6 kP8) and t h e n f e l l a s t h e r e s p i r a t o r y r a t e i n c r e a s e d by approximately 10 b r e a t h s / m i n u t e .
